i/riC-Biotech/ChemLib 



From: Fredman, Jeffrey 

Sent: Monday, January 07, 2002 3:25 PM 

To: STIC-Biotech/ChemLib 

Cc: Lacourciere, Karen 

Subject: FW: Sequence search approval 09/975,123 



I Approve. 
Jeff Fredman 

— Original Message — - ^ \ 

From: Lacourciere, Karen i 

Sent: Monday, January 07, 2002 11:24 AM 

To: Fredman, Jeffrey 

Subject: Sequence search approval 09/975,123 



Jeff- 
Could you approve this sequence search? Each sequence is an antisense targeted to the same gene. Thank-you! 
Karen 



Please perform a sequence search in the commercial databases on the following sequences for 09/975,123, Please 
perform the search as a length iimited search, piease iimii the length of oligonucleotides to less than 100 
nucleotides long: 



13-19, 21, 23-36, and 38-43 
Thank-you! 
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10/3, K/l (Item 1 from file: 5) 

/ c) 3303 BIOSIS. AAi rts. reserv. 

] 3216^3 3 BJOSIS NC . : 2001004z*i i ^ 
The IGF/IGFBP system in CNS malignancy. 

AIJTHOF : Zumkeller W { a ) ; Westphai M M ■ r , r , 4t - 

m rr ADDRESS : (a) Department of Pediatrics, Martm-Luther-Umveroit y 
u M.-W^tenberg f University Hospital, Ernst -Grube-Str . 4U, 06_^, 
Haile/Saale: waiter . zumkc i ler@medi zrn . uni -hal le - de * 'Germany 

JOURNAL : Molecular Patholoay 54 (4): P 227-229 August, 2001 

r/"IYI3': p :' : r. * 

ISFN: 1303-8714 

lOCVArNT TYPE : Article:? 

RECORI TYPE: Abstract 

LANGUAGE : Engli sh 

3UMMAKY LANGUAGE: English 

t B 1 ' T Pi\ " T : Both tvpes cf IGF receptor are expressed in gliomas and, in 
*' rd V icular, the type I IGF receptor appears to be upregulated in 

A' at brain tissue. 'Ancisense* IGF-I receptor mRNA educes an 
' " 1 U rrnrr ^ SDPn: p resulting in complete brain tumour regression. 

TlAlt* t^'the -rea.Lnt of brain tuirours in humans based on a 
transfer protocol using I3F-I receptor * a ntisense* are unoer way 
111 six IGFBPs are expressed to a variable extent in brain turners. High 
::>n titrations cf IGFBF-2 are found in cerebrospinal fluid... 

BI0 3HEMI GALS : *antisense* insulin-like growth factor-I 
scepter messenger RNA. . . 



r-- 



, . * i risul ir 



ike* growth- -factor- 'binding* -protein*-* 5+ 



10/3, K/2 (Item 2 from file: 5) 



p 



Castration-induced up-regulation of * insulin* -* like* °f tivlty 
*bindina* *protem*-*5* potentiates insulin-like growth factor I activity 
aS acceleraS progression to androgen independence in prostate cancer 



models 



versify of British Columbia, 



Castration-induced up- regulation of * insulin* -* like* 'growth* * 



♦binding* *protein*-*5* potentiates insulin-like growth factor-I activity 
and accelerates progression to androgen independence in prostate cancer 
models . 



V cl ^ 



.bit o d by * a n ti so r \ s e * 



However, * ant isoriso * IGFPl-f ODD troaynerit. hi ad no additive inhibitory 
by ar:! ; - • GF- 1 ant i body . * Ant i sor;se * 1 oKBP-b ODN treatment resulted in 



^ Cl Z 



.c. * .. . o : vat 



nd numoer 



m trie o 1 e^si-M creases cf the cell eyele that directly correlated with 
reduced proliferation rate of Shicncgi tumor ceils. Systemic 
ad;:, in i £ t r a t i on of * ant. isor.se* 1 GF3P-5 ODN in nice bearing Shi onogi tumors 
after castration significantly '. ..e/od time to progression to androgen 
independence ana inhibited growth of AT recurrent tumors... 
...serves to enhance IGF bioactivity anci raise the possibility that the 
response cf prostate :ar:eer to androgen wd Lhdr a wai tan be enhanced by 
strategies, such as *anti sense* IGFBP-b GPN therapy, that target IGF 
signal transduction. 
DFSOr. I PTORS : 

CH Fell GALS & P100HFU I GALS : . . . * i n s ui i n * - * 1 i ee * * growth* * factor* 
*binccina* *protein*-*5*--. . . 

. . ovoeari IGFBP-5 gene {human * i ns u 1 i n * - * 1 i ke * *grcwth* ^factor* ^binding* 
*prot ein*-*5* gene; (Hcminioao; 



10/3, K/3 (Item 3 from file: 5) 

DIALOG ( R ) File bcBiosis Previews (R) 

i 2 C 9 9 '7 3 ' ■ BICSIS GO . : 7 9 9 9 0 0 3 9 4 6 0 6 

Inhibition of insulin-like growth factor I receptor signaling by the 
vitamin D analogue EB1089 in MCF-7 breast cancer cells: A role for 
insulin-like growth factor binding proteins. 

AUTHOR ADDRFSS : (a) Lady Davis Institute for Medical Research of the Jewish 

G e n e r a r H c s p 1 1 a ^ , 000 G o t e S t e . G a t n e r i * * G a re a a a 
'GUP GAL : ; ntemat icnai Journal of Oncology 15 (3) :p589-594 Sept., 1999 



:. d e a t 4 e n u a t e s F B I 0 o 9 - ; n d u : e d 



Differential 'expression and localization of IGF-I and IGF binding proteins 

in inflamed rat colon. . _ . . • . . . v v . 



j • . • : : 



RFCOKA TYPE: Abstract 
LANGUAGE: English 



jays after inaucuon of colius. Cryostat 

:olcn from TNB- 



,«i .>*tw-. . — ~^ A ' " -treated' and control rats were hybridized with 



H^ed^lnr: sense- orobes 'for IGF- Ik, IGFBP-3, IGFBP-4 and I1FBP-5. 

Jj " J l - cl ^^ tL -^ ci....^.-- ; . r r,v.r^ vO ' S( submucous and smooth 
I G :■ - 1 mm^-i w ii s r ^ a •.. u ^ ^ - — ■■■ p - - . 

m-;;-' : 1 e . . . 

D'-A?>: TP'TORS : , + ±- ^ * 

"cHFMirALS & BT.OCHFMI lALS : . . . *insuiin*-*like* -growth- fastor 

* o i nd i n i '* ~protein*-*5*-- 



10/3, K/5 (Item 5 from file: 5) 

DIAL-: j ( F) File 5:Biosis Previews (R) 
(-) ... ]02 BIOSIS. All rts. reserv. 

114?-2=>2 B1CSIS NO.: 199800209624 .... 

Up-regulation of *insulin*-nike* 'growth* 'factor* 'binding* 'protein*- 5 
is independent of muscle cell differentiation, sensitive to rapamycm, 
but insensitive to wortmannin and LY294002. _ 

AU?S F Rousse Sophie; Montarras Didier; Finset Christian; Dutcxs Catherine 

AC'IH-F ADDRESS: (a) Inst. Natl. Sante Recherche Med., U.142, Hop. Saint 

Ar.to:ine, 75571 Paris Cedex 12-*France 
JOVPI:a:.,: Endocrinology 139 ( 4 ) : P 14 87- 14 93 Apr il , 1993 
ISSK: 0013-7227 
LOCL'KENT TYPE: Article 
RE ZCV C TYPE: Abstract 
LANC'AGE: English 

Up-regulation of *insulin*-*like* 'growth* 'factor* *binding* *protein*-*5* 
is independent of muscle cell differentiation, sensitive to rapamyoin, 
but insensitive to wortmannin and LY294002. 

ABSTRACT : and modulated by IG? binding proteins (IGFBPs) secreted by the 
' TK , mo ,,«, 0 r? myoblast cell line stably transfected with a vector 



10/3, K/6 (Item 6 from file: 5) 



U / _ ; J tO ^' 15 i U b I b :0 U . : 1 ''3 y < ^ 

A role for *insulin* - *like* *growth* *factor* *binding* *protein* *5* in 
the antiproliferative action of the antiestrogen ICI 182780. 

AUTHOR: Ho^ynri Hung (a); Yang Xiao- Feng; Pol la k Michael 

AUTHOR ADDRESS: ( a ; Lep . Med., MtGill Univ., 375b Cote Ste Catherine Rd . , 

Montreal PQ H3T lE2 + *Car.ada 
JOURNAL: Ce.li Growth & Differentiation 7 ( 1 ] ) : p 1 5 C 1 - 1 5 0 6 1 996 
ISSN: 104^-9523 / 
RECOF.D TYPE: Abstract y 
LANGUAGE : English 

A role for *insulin* - *like* *growth* *factor* *binding* *protein* *5* in 
the antiproliferative action of the antiestrogen ICI 182780. 

. . . APS TRACT : rr.RNA abundance, ana increased 1GF3P-5 protein accumulation in 
the cone i c i. cned medium. Growth stimulation following estradiol exposure 
was associated with opposite effects. An IGF3P-5 *antisense* 
o i igodeoxyriucl eat i do significantly decreased 1GPBP-.5 accumulation in 
conditioned media and enhanced MCP-7 cell UNA synthesis. Furthermore, 
tnis * ant i sense'' cl i gcaeoxyuu oloct ice attenuated both 

ant i est roger:- induced 1GFBP-3 accumulation and ant les trogen-inducec growth 
inhibition. These data demonstrate that estradiol down- regul a t e s and ICI 

MISCELLANEOUS TERMS: . . . * 1 N G U L 1 N * - "* L I K F * * GROWTH * * FACTOR* "RINGING* 
* P R 0 T FIN* * 7 * ; * i NSTLl N * - ' LI FF * * G R OW T F * * FACTO 1 P.* * P T N P 1 N G * * PROTF 1 N * 



10/3, K/8 (Item 8 from file: 5) 



Osteogenic protein-1 -mediated insulin-like growth factor gene expression in 
primary cultures of rat osteoblastic cells. 



10/3, K/9 (Item 9 from file: 5) 



1 0 3 31 9 6 b R ; OS I S SO . : ' 9 9 b 9 ^ 0 C -V. I C ! 

*Insulin*-*like* *growth* *factor* *binding* *protein* - *5* modulates muscl 
differentiation through an insulin-like growth factor-dependent 
mechanism . 

AFTHo'R ADDRESS : :;ep . 



J , i ochem :. s t r y MoAocu.ar Biophysics, 6 60 South Fuel id 



3; :ob-3-693 1996 



issg: oosi-^sib 

RFCORD TYPE: Abstract. 
FARGVAGF: ii-qlish 

*Insulin*-*like* *growth* * r actor x x binding - *pi.u Ltsin* - * 5 * modulates muse 
differentiation through an insulin-like growth factor-dependent 
mechanism . 

...ABSTRACT: sense myoblasts show enhanced survival in low serum medium, 
remaining viaole :or at least roar weeks m culture. By contrast, 
moo blasts expressing the IGFBF-5 *antisense* transcript differentiate 
prematurely and mere extensively than control cells. The inhibition of 
myogenic differentiation by high level expression of IGFBP-b could be 
ove r come by . . . 

10/3, K/10 (Item 10 from file: 5) 

DIALOG (R; File b : Biosis Previews (R) 
(c) 10 02 BIOSIS. Ail rts. reserv. 

0 953:075 BIOSIS NO.: 199598049993 

Localization of messenger ribonucleic acid for insulin-like growth 
factor-binding proteins in human skin by in situ hybridization. 

AGTHC'R: Batch J A ^ ; Mcrcur; F A; Fomonascn S R; Vlerther G A 



Increased expression of IGF -binding protein-5 in Duchenne muscular 
dystrophy (DMD) fibroblasts correlates with the f ibroblast-induced 
downregulation of DMD myoblast growth: an in vitro analysis. 



• o.c - : : 1 : i * -co '. .•• no- ^ * , * f i b r ob a s t - ccr.d i t i or.ed media lost 

:. n h i. b i t. c r y p c w o r c v e r ; : X t :t y ..; c ; a s L p : o 1 : : e r a t i c . C c p y r i g h t 1- 7 C : 7 

b esc r i p tors: b : b r a b i a s t s - - r:,o t a b c 1 : s ;r --NZb; * r i brcb \ ast s--pat hoIogy—PA; "* 
jL i n * - * L : be "* ~ Growth * - * Factor* - * b i nai ng * - * P r c t o in * * 5* --biosynthesis 
— B I ; * Muscle, Skelota 1 --met a col ; srn--MF; * Muscle, S kelet a 1 --pathology- -PA; 
*Mus:ular Dystrophy, Icon- -t .A . sr. --Mb; ^Muscular Dystrophy, 

D u c h e n n o — pa t h o 1 o g y - - PA 

* Factor* - * B i nohi rig* - * Prot e i n* * 5* 



10/3, K/12 (Item 2 from file: 155) 

DIALOG (B ! File 15c : MFDL1 NE (R) 

08 7 74 04 1 96109 1S6 PMlb: 8 61S825 

Insulin-like growth factor II mediates epidermal growth factor-induced 
mitogenesis in cervical cancer cells. 

Speller M A; Delgado C b; Zou Z 

Se:tio:i oi Gynecologic Oncology, National Cancer Institute, Bethesda, MD 
20E 92-1102, USa! 

Proceedings c: the bat.ior.ai A: .: ierty of Sciences of the United States of 
America (UNITED STATES ) bee 19 i 995, 92 (26) pi 1 970-4, TSSN 0027-8424 
■Journal Code: 7 70c 8 " 7 6 

Document type: Journal Article 

Languages: ENGLISH 

Ma i n Citation Owne r : NLM 

IGb-binc.iug protein b :lGFRb-7;, which binds to IGF- 1 1 and neutralizes it. 
An * ant 1. sense * o i i genuci eot ide to IGF-Ii also inhibited the proliferative 
response to EGF. In addition, prolonged, but not short-term, stimulation 




Expression of the genes encoding the insulin-like growth factors (IGF-I 
and II), the IGF and insulin receptors, and IGF-binding proteins-1-6 and 
the localization of their gene products in normal and polycystic ovary 
syndrome ovaries . 
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C3 7 p.:; 62 



Rocc rd t ype : Oorr.p] et od 
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:i by irr- 



MDcriucioic acio 



KNA; was localized by in situ hybri di za t i on 



* an tiser.se* RNA probes, 



jrotetn was 



■hi. s tocher; i st ry as:. :j specific ant: sera. Thecal ceils, bat 
i osa cells (GO), of snail antral follicles (3-6 nun... 
Growth Factor 1 1 - -anac/s i S--AN; Insulin-Pike Growth Elector -Binding 
2; I nsu 1 :.n-I. i -;e Gr owe h- Fa c t c r Binding Protein 1; Insulin-Li <e 
'actor-Binding Proteins; * 1 nsal i n*- RLi ke k * Growt h *-* Facto r k - 

: * - * Protein : ~ 3 L ; 1 ji^lPI 1 n-Li ke-Growth Factor Binding Protein 6; 
cge; Ovary- -pat hoi ogy--PA; Polycystic Ovary Syndr ome--pa t hoi. ogy- -PA; 



oes; tecept' 
emical Nairi^ 



r, ior -ype ^ --ana a ys i 3--nN . . . 

: Growth-Factor-Binding Protein 4; Insulin-Like Growth 
tein 2; Insulin-Like Growth-Factor Binding Protein 1; 
-Pi ee Growth- Fact or-Bindi ng Proteins ; * InscI in* - *L.i ke* * Growth* - 
*-* Binding*-* Protein* * 5* ; Insulin-Like - Growth - Fact or -Binding 

6; RNA Probes; RNA, Messenger; Receptor, IGF Type 2; Insulin-Like 



I I 



10/3, K/14 (Item 1 from file: 399) 

PI ALOG ; R ) ill le 3 99: OA SEARCH RR) 

(c.) 2002 AMERICAN CHEMICAL SOCIETY. All rts. reserv. 
136321287 CA: 136 (21 ) 321287w PATENT 

Use of pregnancy-associated plasma protein-A2 (PAPP-A2) , a novel 
insulin-like growth factor-binding protein-5 proteinase, for diagnosis and 
treatment of fetal abnormalities 

IN / E N TO i\ \ / 'i ± r. 0 R : 0 x v _ g , 0 1. a u s ; 0 v e r g a a r d , M t c n a e i lot t 
LOCATION: Pen. 



124270541 CA: 1 2 4 ( 2 0 ) 2 7 0 54 1 s PATENT 




Use of antisense nucleic acids/analogs inhibiting growth factor-mediated 
cell proliferation for treatment of proliferative and/or inflammatory skin 
disorders 




10/3, K/16 (Item 1 from file: 35) 



014 3:1558 ORDER NO: AADAA- .19533735 

* INSULIN*-* LIKE* *GROWTH* * FACTOR* *BINDING* *PROTEIN* -*5* INHIBITS 
MYOGENIC DIFFERENTIATION THROUGH AN IGF-DE PENDENT PROCESS 

Author: JAMES, 5AYT0N LEIGH 
Degree : PH . 0 . 

i .* _ _ . -i r r\ n 

1 t : o I . ± z z> ^ 

Corporate Source./ Inst ltut ion : WASHINGTON UNIVERSITY (0252) 
Source: VOLUME 56/06-B OF DISSERTATION ABSTRACTS INTERNATIONAL. 



*INSULIN*-*LIKE* * GROWTH* * FACTOR* *BINDING* *PROTEIN* -*5* INHIBITS 
MYOGENIC DIFFERENTIATION THROUGH AN IGF-DE PENDENT PROCESS 

. . .dependent: manner. 

Stable t rans: ectants of the 02 ceTi line were established which 
constitutive!'/ express the coding seguence of IGF3P-5 in either the sense 
or * ant i sense *' orientation to determine the function of this protein during 
myogenic differentiation. Forced expression of the *antisense* transcripts 
caused rapid differentiation as assessed by my o tube formation, creatine 
kinase activity, and the production of myosOn heavy chain and tne 
muscl e-speci i i.c transcription factor... 



10/3, K/17 (Item 1 from file: 159) 

( c J format, only 2502 Dialog OcrpcratOon. Ah \ rts. reserv. 

02322553 PMTD: 97604744 

Antiproliferative effects of ICI 182780 are partly mediated by 
upregulation of *insulin* - * like* *growth* *factor* *binding* *protein* *5* 
(IGFBP-5) (Meeting abstract) . 



Antiproliferative effects of ICI 182780 are partly mediated by 
ur>regulat i on of * insul in* - * 1 ike* *arowth* *factor* *bindina* *protem* *5* 



0 



0 



5/3, K/l (Item 1 from file: 5) 



Mesenchymal -epithelial transition in the developing metanephric kidney: 
Gene expression study by differential display. 

Frederick, MI), 21 / 72 - | 2 C 1 * * USA 
JOURNAL : Genes i s The Journal of Gene*, i cs and Development: 27 (1) :p22-31 
May, . . 

ISSN : 1 02 o-907X 
DOCUMENT TYPE: Article 

LANGUORS::: Rnsj! i s t 

. . . ABSTRACT : proteins (SH3-doma.in binding protein, G-p rote in- coup led 

receptor, Ser-Thr protein kinase), cell adhesion inol.ecu.les (syndecan-4, 
intearin-oetal ; , and also gene33, H19, SM20, *IGF3?5*, MAMA receptor, 
1 ec:: i r , keratin, bet a-tubu.l in, cal ret : cul in, GR?7 5 , ERp72, MnSoD, 
t h ioredox 1 n , ana ot.iers. Some nave previous.! y beer, associated with kidney 
development and serve as good controls for expected changes, white most 
nave not been linked with <idney epithelial cell differentiation. Using 
thin .Elections of embryonic kidney ana labeled *antisense* RNA probes, we 
appiied RNA nybr ; d i ;;a t i cn to confirm tne results of 3D and related the 
expression of these genes to specific ceil lineages of the... 



5/3, K/2 (Item 2 from file: 5) 

DIALOG ( R) Ei : e 5: Hies is Previews 
\z) 2 0 02 BIOS IS. Ail rts. reserv. 

114282 92 HiOSIS NO.: 199600229624 

Up- regulation of insulin-like growth factor binding protein-5 is 

independent of muscle cell differentiation, sensitive to rapamycin, but 
insensitive to wortmannin and LY294002. 
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(Item 1 from file: 399) 



136321287 CA: 136 (21 ) 321287w PATENT 

Use of pregnancy-associated plasma protein-A2 (PAPP-A2) , a novel 
insulin-like growth factor-binding protein-5 proteinase, for diagnosis and 
treatment of fetal abnormalities 
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DIALOG (R) Kile 399:CA SEARCH (E) 

(c) 2002 AMERICAN CHEMICAL SOCIETY. All rts. 



134125934 CA: 134 (10) 125934z PATENT 

IGFBP-5 antisense oligodeoxynucleotide therapy for hormone-regulated 
tumors 



I NYENTOR ' A' ~ YROR ■ : 
LOCATION: Can. , 



A3 3 1 ( 



\ e l r::vers G y 
PATENT: PCT Internationa. 
APPLICATION: WO 2000CA85: 
PAGES: 4 5 pp. COREL 
DESIGNATED CC7NTRIRS 
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Rritish Columbia; Xiyake, Eldea-:i 
WO 20010543b A2 DATE: 2 C 0 1 012 5 
2Q0C071 9) + VS PV144495 (19990719} 
:2 RANG J AGE: English CLASS: AG IK- 0 4 
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3/3, K/l (Item 1 from file: 5) 



Mesenchymal -epithelial transition in the developing metanephric kidney: 
Gene expression study by differential display. 

r I S O d . d! iiil'. a G H .1 g I I . 0 ,.' t [\ a I', e ;*."..••*. • ; Ka t ct Y a T i 0. V a. , ! . . i ', . jC T H.a Ti 



,' u' JRNAI. : Ge:H.;s i 
ISSN: 1 PPc-PtlG 

pocumgnt type: 



jpmerit y.V ( 1 j : p2 2 



GGr\ : ^ng i ; sh 

21 LANG GAGE: Fngi 



PA G : : : . 2P • - : : i : G-crot ei n-couo] eci 



:G aahosicn riiO^ecuios (syraecan-^ , 



irit eg r i n-beta ■ ) , and also gerie33, HI 9, SM20, *IGFBP5*, MAMA receptor, 
lectir., keratin, oeta-t ubu Gin , YGreticulin, GRPt'P, ERp72, MnSoD, 
*; rn creciexin, ana ethers. Seme nave previcusly been associated with kidney 
development ana serve as good controls tor expected changes, while most 
have not been linked with kidney epithelial cell differentiation. Using 
tnin sections of embryonic Kidney and labeled *ant:sense + RNA probes, we 
applied RNA oyor:o::a:;or. to confirm the results of GD and related the 
expression ct these genes to specific cell lineages of the... 

3/3, K/2 (Item 2 from file: 5) 

DIALOG ( R; Fi 1 e 5: Bros is Previews (R; 
(c) 1002 3I0STS. A: i rts. reserv. 



Up-regulation of insulin-like growth factor binding protein-5 is 

independent of muscle cell differentiation, sensitive to rapamycm, but 
insensitive to wortmannin and LY294002. 

ACTHOR: Rocsse Seen ; e; !<onGcras Gidior; Pinset Christian; Dubois Gather::: 




3/3, K/3 (Item 1 from file: 399) 



134125934 CA: 134 ( 10) 125934z PATENT 

IGFBP-5 antisense oligodeoxynucleotide therapy for hormone-regulated 
tumors 
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Castration-induced up -regulation of insulin-like growth factor binding 
protein-5 potentiates insulin-like growth factor-I activity and 
accelerates progression to androgen independence in prostate cancer 
models . 
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SUMMARY LANGUAGE: English 

ABSTRACT : Although Cnsulin^-tiike* * growth* * factor* * binding* *protein*- 
* z * (IGEBR-3; has ceen shewn to be implicated in prostate cancer 
progression, the functional role of IGRBF-e in progressior; :o 
androgen-.! rdeper.der.ee remains largely... 

...cells were itaoly t.ransfected with IGFBR-3 gene, ano 

[ G Ft; ?-5-cver exp r e s s i n g LNCaP tumors progressed significantly faster to 
androgen indeperider.ee after castration compared with controls. 
NLr.t isense* mouse IGFBP-5 ol igodeoxynucleot ides (ODNs) were then designed 
that reduced IGFBF-b expression in Sn ioncgi tumor ceils in vitro in a 
dos e-dopendont ana sequence-specific manner. Growth of Shionogi tumor 
::ells was inhibited by * ant isense'* 1GFBR-.3 OCX treatment in ~ time- and 
do-- c-dependent manner, which could ce reversed by exogenous IGF-I. 
However, "ant isense* I GF3R- 3 QDll treatment had no additive inhibitory 

cy ant.i-IGF-I antibody. * Ant i sense * IGFBP-b ODN treatment resulted in 
decreased mi togen-act. i va t ed protein kinase activity ano number of cells 
in the S + G2-M phases of the cel.! cycle that directly correlated with 
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Use of pregnancy-associated plasma protein-A2 (PAPP-A2) , a novel 
insulin-like growth factor-binding protein-5 proteinase, for diagnosis and 
treatment of fetal abnormalities 
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Use of antisense nucleic acids/analogs inhibiting growth factor-mediated 
cell proliferation for treatment of proliferative and/or inflammatory skin 
disorders 



